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1\ Method for the locus- specific, separate amplification of ex on 2, exon 3 and/or 
\exon 4 of HLA-A, HLA-B or HLA-C alleles, making use of at least one primer 
s$t wherein: 

for the amplification of exon 2, the reverse primer specifically hybridizes 
to a locus-specific target sequence in intron 2 of respectively HLA-A, 
^ HLA-B or HLA-C; 

the amplification of exon 3, the forward primer specifically hybridizes 
to ^a locus-specific target sequence in intron 2 of respectively HLA-A, 
HLAXJB or HLA-C and/or the reverse primer specifically hybridizes to a 
locus-specific target sequence in intron 3 of respectively HLA-A, HLA-B 
or HLA-C 

for the amplification of exon 4, the forward primer specifically hybridizes 
to a locus-speirific target sequence in intron 3 of respectively HLA-A, 
HLA-B or HLa\ 



2. Method according to claim 1 further characterized that the locus-specific target 
sequence is situated at: \ 

- position 67, 96, 109, llV 118, 123, 131 or 181 of the HLA-A intron 2 
(Fig. 1) and/or position 32. 50, 62, 73, 83, 86, 118, 130, 150, 501, 525, 
561 or 57 1 of the HLA-A inVon 3 (Fig. 4); or 

- position 35 or 170 of the HLA-B intron 2 (Fig. 2) and/or position 42, 46, 
65, 68, 96, 438, 502, 524, 547 olr 571 of the HLA-B intron 3 (Fig. 5); or 

- position 84, 107 or 142 of the HLA-C intron 2 (Fig, 3) and/or position 
461, 477, 527, 545 or 561 of the kLa-C intron 3 (Fig. 6). 

3. Method according to claim 2 further characterized that said positions constitute 
the 3' end of the primer that is used for the amplification of exon 2, exon 3 or 
exon 4, \ 

4. Method according to claim 3 further characterized that the primer is chosen from 
the following list: \ 

- for the amplification of exon 2 of HLA-A (table 1): 
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:ATCTCGGACCCGGAGACTGT3' (SEQIDNO 1) 
5 ' &ATCTCGGACCCGG AG ACTGT3 ' (SEQ ID NO 2) 
5 ' GG ATCTCGGACCCGGAGACTGT3 ' (SEQ ID NO 3) 
5 ' Yg\^ ATCTCGG ACCCGG AG ACTGT3 ' (SEQ ID NO 4) 
5 ' GYG^ATCTCGGACCCGG AGACTGT3 ' (SEQ ED NO 5) 
5 'GGYGGATCTCGGACCCGGAGACTGT3 * (SEQ ID NO 6) 
5'GGTCTtGGRGTCCCGCGGCT3' (SEQ ED NO 7) 
5 'GGGTCTCGGRGTCCCGCGGCT3 ' (SEQIDNO 8) 
5 ' AGGGTC^CGGRGTCCCGCGGCT3 ' (SEQ ID NO 9) 
5'AAGGGTCT;CGGRGTCCCGCGGCT3' (SEQIDNO 10) 
5 ' C AAGGGTC1CGGRGTCCCGCGGCT3 ' (SEQ ID NO 11) 
5 ' CTCCCGGGD&AAGGGTCTCG3 ' (SEQ ID NO 12) 
5TCTCCCGGGDCAAGGGTCTCG3' (SEQ ID NO 13) 
5 ' CTCTCCCGGGDC A AGGGTCTCG3 ' (SEQ ID NO 14) 
5 ' CCTCTCCCGGGDCA AGGGTCTCG3 ' (SEQ ID NO 15) 
5'GCCTCTCCCGGGDCAAGGGTCTCG3' (SEQ ED NO 16) 
5 ' GGCCTCTCCCGGGDCA AGGGTCTCG3 ' (SEQIDNO 17) 
5'TCTCCCGGGDCAAGGsGTCTC3' (SEQ ED NO 18) 
5'CTCTCCCGGGDCAAGGGTCTC3 * (SEQ ID NO 19) 
5 ' CCTCTCCCGGGDC AAGGGTCTC3 ' (SEQ ID NO 20) 
5 ' GCCTCTCCCGGGDCAAGGGTCTC3 ' (SEQ ID NO 21) 
5 ' GGCCTCTCCCGGGDCAAGGGTCTC3 ' (SEQ ID NO 22) 
5 ' GGGCCTCTCCCGGGDCAAGGGTCTC3 ' (SEQ ID NO 23) 
5'CCTGGGCCTCTCCCGGGDCA3' (SEQ ID NO 30) 
5'GCCTGGGCCTCTCCCGGGDCX3' (SEQ ID NO 31) 
5'CGCCTGGGCCTCTCCCGGGDcY3 s (SEQ ED NO 32) 
5'GCGCCTGGGCCTCTCCCGGGDGA3' (SEQ ID NO 33) 
5'GGCGCCTGGGCCTCTCCCGGGD(£A3' (SEQ ID NO 34) 
S'AGGCGCCTGGGCCTCTCCCGGGDCA3' (SEQ ID NO 35) 
5'AGGCGCCTGGGCCTCTCCCG3' (SE(£ ED NO 36) 
5'AAGGCGCCTGGGCCTCTCCCG3' (SBQ ID NO 37) 
5'WAAGGCGCCTGGGCCTCTCCCG3' (SlEQ ED NO 38) 
5TWAAGGCGCCTGGGCCTCTCCCG3' (SpQ ED NO 39) 
5'GTWAAGGCGCCTGGGCCTCTCCCG3' (§EQ ED NO 40) 
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?GGTWAAGGCGCCTGGGCCTCTCCCG3' (SEQ ID NO 41) 
5'CCGGGTWAAGGCGCCTGGGC3' (SEQ ID NO 42) 
5 * ACCGGGTW AAGGCGCCTGGGC3 ' (SEQ ID NO 43) 
5 ' AACCGGGTWAAGGCGCCTGGGC3 7 (SEQ ID NO 44) 
5 ' AA ACCGGGTW A AGGCGCCTGGGC3 ' (SEQ ID NO 45) 
5 , GAAAcCGGGTWAAGGCGCCTGGGC3' (SEQ ID NO 46) 
5'TGAAApCGGGTWAAGGCGCCTGGGC3' (SEQ ID NO 47) 
5 , YCCVGOCCCGACCAACCYGG3 , (SEQ ED NO 48) 
5'GYCCVG(k:CCGACCAACCYGG3 , (SEQ ID NO 49) 
5' YGYCCVGGCCCGACCAACCYGG3' (SEQ ID NO 50) 
5'CYGYCCVGGCCCGACCAACCYGG3' (SEQ ID NO 51) 
5 > CCYGYCCVG^CCGACCAACCYGG3' (SEQ ID NO 52) 
5'CCCYGYCCVGGPCCGACCAACCYGG3' (SEQ ID NO 53) 

for the amplification of excra 3 of HLA- A (table 2; table 3): 
5 , CGGACGGGCCRGGTSRCCCA3' (SEQ ID NO 54) 
5 , ACGGACGGGCCRGGTORCCCA3 , (SEQ ID NO 55) 
5'CACGGACGGGCCRGGTORCCCA3' (SEQ ID NO 56) 
5'CCACGGACGGGCCRGG'WcCCA3 , (SEQ ID NO 57) 
S'CCCACGGACGGGCCRGGTSRCCCAS* (SEQ ID NO 58) 
5 , CCCCACGGACGGGCCRGGT!SRCCCA3 , (SEQ ID NO 59) 
5'GGTCCGAGATCCRCCCCGAaV (SEQ ID NO 60) 
5 5 GGGTCCG AG ATCCRCCCCG A A^ (SEQ ID NO 61) 
5 ' CGGGTCCG AG ATCCRCCCCG A AS ' (SEQ ID NO 62) 
5*CCGGGTCCGAGATCCRCCCCGaA' (SEQ ID NO 63) 
5'TCCGGGTCCGAGATCCRCCCCGAaV (SEQ ID NO 64) 
S'CTCCGGGTCCGAGATCCRCCCCGAaV (SEQ ID NO 65) 
5'CCCCGAAGCCGCGGGACYCC3' (SEQ YE> NO 66) 
5*RCCCCGAAGCCGCGGGACYCC3' (SEQ DD NO 67) 
S'CRCCCCGAAGCCGCGGGACYCCS 5 (SEQ YD NO 68) 
S'CCRCCCCGAAGCCGCGGGACYCCS' (SEQ lb NO 69) 
5'TCCRCCCCGAAGCCGCGGGACYCC3* (SEQ TO NO 70) 
5 , ATCCRCCCCGAAGCCGCGGGACYCC3' (SEQ TO NO 71) 
5'CCCGAAGCCGCGGGACYCCG3' (SEQ ID NO 72)\ 
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5H:CCCGAAGCCGCGGGACYCCG3' (SEQ ID NO 73) 
5'RtCCCGAAGCCGCGGGACYCCG3' (SEQ ID NO 74) 
5'CR(SCCCGAAGCCGCGGGACYCCG3' (SEQ ID NO 75) 
5'CCRG:CCCGAAGCCGCGGGACYCCG3' (SEQ ID NO 76) 
5'TCCRGCCCGAAGCCGCGGGACYCCG3' (SEQ ID NO 77) 
5'CGCGGGACYCCGAGACCCTT3 ' (SEQ ID NO 84) 
5'CCGCGGGACYCCGAGACCCTT3' (SEQ ID NO 85) 
5 ' GCCGCGGGAC YCCGAGACCCTT3 ' (SEQ ID NO 86) 
5'AGCCGCGGGACYCCGAGACCCTT3' (SEQ ID NO 87) 
5'AAGCCGCGGGACYCCGAGACCCTT3' (SEQ ID NO 88) 
5 'GAAGCCGCGGGAC YCCGAG ACCCTT3 ' (SEQ ID NO 89) 
5 'GAC YCCGAG ACC&TTGDCCC3 ' (SEQ ID NO 90) 
5 'GGACYCCGAGACCGTTGDCCC3 ' (SEQ ID NO 91) 
5'GGGACYCCGAGACCaiTGDCCC3' (SEQ ID NO 92) 
5'CGGGACYCCGAGACCCTTGDCCC3' (SEQ ID NO 93) 
5'GCGGGACYCCGAGACCCtTGDCCC3' (SEQ ID NO 94) 
5'CGCGGGACYCCGAGACCCfTGDCCC3' (SEQ ID NO 95) 
S'GACCCTTGDCCCGGGAGAGGS' (SEQ ID NO 96) 
5 ' AG ACCCTTGDCCCGGG AGAGG3 ' (SEQ ID NO 97) 
5'GAGACCCTTGDCCCGGGAGAGGV (SEQ ID NO 98) 
5'CGAGACCCTTGDCCCGGGAGAGgV (SEQ ED NO 99) 
5'CCGAGACCCTTGDCCCGGGAGAGgV (SEQ ID NO 100) 
5'YCCGAGACCCTTGDCCCGGGAGAGgV (SEQ ID NO 101) 
5'GTTTAGGCCAAAAATCCCCC3' (SEQ IDYnO 102) 
5'AGTTTAGGCCAAAAATCCCCC3' (SEQ ID NO 103) 
5 ' C AGTTTAGGCCA A A A ATCCCCC3' (SEQ ID, NO 104) 
5 'TC AGTTTAGGCCA A AAATCCCCC3 ' (SEQ E© NO 105) 
5 "TTCAGTTTAGGCCAAAAATCCCCC3 ' (SEQ Ifo NO 106) 
5'TTTCAGTTTAGGCCAAAAATCCCCC3' (SEQ ID NO 107) 
5'AGCCCGGGAGATCTAYAGGC3' (SEQ ID NO 150) 
5 ' C AGCCCGGGAGATCTA YAGGC3 ' (SEQ ID NO 151) 
5 * CC AGCCCGGGAGATCT A YAGGC3 ' (SEQ ID NO 1*2) 
5'GCCAGCCCGGGAGATCTAYAGGC3' (SEQ ID NO \s3) 
5 ' GGCCAGCCCGGGAGATCTA Y AGGC3 ' (SEQ ID NO 154) 
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^ AGGCCAGCCCGGGAGATCTA YAGGC3 ' (SEQ ID NO 155) 
CCTCCTTGTGGGAGGCC AG3 ' (SEQ ID NO 156) 
CCTCCTTGTGGGAGGCCAG3 ' (SEQ ID NO 157) 
5 ' TCCCCTCCTTGTGGG AGGCCAG3 ' (SEQ ID NO 158) 
5 ' CTCC^CTCCTTGTGGG AGGCC AG3 ' (SEQ ID NO 159) 
5TCTCCCCTCCTTGTGGGAGGCCAG3' (SEQ ID NO 160) 
5 ' GTCTCcVcTCCTTGTGGG AGGCC AG3 ' (SEQ ID NO 161) 
5'CCCAAWTOTCTCCCCTCCTT3' (SEQ ID NO 162) 
5'TCCCAAWTCTCTCCCCTCCTT3' (SEQ ID NO 163) 
5'GTCCCAAwV5TCTCCCCTCCTT3' (SEQ ID NO 164) 
5'GGTCCCAAWT;GTCTCCCCTCCTT3' (SEQ ID NO 165) 
5 , TGGTCCCAAWTGTCTCCCCTCCTT3' (SEQ ID NO 166) 
5'TTGGTCCCAAW1GTCTCCCCTCCTT3' (SEQ ID NO 167) 
5 ' CTAGTGTTGGTCCE A A WTGT3 ' (SEQ ID NO 168) 
5'TCTAGTGTTGGTCCGAAWTGT3' (SEQ ED NO 169) 
5'TTCTAGTGTTGGTCCGAAWTGT3 ' (SEQ ID NO 170) 
5 ' ATTCTAGTGTTGGTCCuAA WTGT3 ' (SEQ ID NO 171) 
5 , TATTCTAGTGTTGGTCCQAAWTGT3 ' (SEQ ID NO 172) 
5 ' ATATTCTAGTGTTGGTCCCAAWTGT3 ' (SEQ ID NO 173) 
5 ' GGGYG AT ATTCT AGTGTTGG3 ' (SEQ ID NO 174) 
5 ' AGGG YGATATTCTAGTGTTGG3 ' (SEQ ED NO 175) 
5 ' G AGGG YG AT ATTCT AGTGTTGG3 ' (SEQ ID NO 176) 
5 ' GGAGGGYGATATTCTAGTGTTGG3 ' (SEQ ED NO 177) 
5 ' GGG AGGG YG AT ATTCT AGTGTTGgV (SEQ ID NO 178) 
5'AGGGAGGGYGATATTCTAGTGTTGgY (SEQ ED NO 179) 
5 ' GG AGGG YG ATATTCTAGTGT3 ' (SEQ IDiNO 180) 
5 ' GGG AGGG YG ATATTCTAGTGT3 ' (SEQ IANO 181) 
5 ' AGGG AGGG YGATATTCTAGTGT3 ' (SEQ EDNnO 182) 
5 ' G AGGGAGGG YGATATTCTAGTGT3 ' (SEQ IdVtO 183) 
5 ' AG AGGG AGGG YG AT ATTCT AGTGT3 ' (SEQ EoVfO 184) 
5'CAGAGGGAGGGYGATATTCTAGTGT3' (SEQ IdVd 185) 
5'CCCAGGAGGAKTCCTCTCCC3' (SEQ ID NO 186) \ 
5 ' ACCC AGGAGG AKTCCTCTCCC3 ' (SEQ ID NO 187) \ 
5 ' AACCCAGGAGGAKTCCTCTCCC3 ' (SEQ ED NO 188) \ 
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^^AACCCAGGAGGAKTCCTCTCCC3' (SEQ ID NO 189) 
"5^AA ACCC AGGAGGAKTCCTCTCCC3 ' (SEQ ID NO 190) 
5'G^jAAACCCAGGAGGAKTCCTCTCCC3' (SEQ ID NO 191) 
5 1 AGGATCTGGAAACCCAGGAG3 ' (SEQ ID NO 192) 
5'CAg)saTCTGGAAACCCAGGAG3' (SEQ ID NO 193) 
5 5 AC AGGATCTGG A A ACCCAGG A G3 ' (SEQ ID NO 194) 
5TACAOTATCTGGAAACCCAGGAG3' (SEQ ID NO 195) 
5*GTACAGGATCTGGAAACCCAGGAG3 , (SEQ ID NO 196) 
5 ' GGT AC AGG ATCTGG AA ACCC AGG AG3 ' (SEQ ID NO 197) 
5 'TCAGAGTQACTCTCTGGTAC3 ' (SEQ ID NO 198) 
5'CTCAGAGTGACTCTCTGGTAC3' (SEQ ID NO 199) 
5 ' CCTCAG AGTG ACTCTCTGGTAC3 ' (SEQ ID NO 200) 
S'ACCTCAGAGTCSACTCTCTGGTACS' (SEQ ED NO 201) 
5* AACCTCAGAGTGACTCTCTGGTAC3 ' (SEQ ID NO 202) 
5 'G A ACCTC AG AGTCC ACTCTCTGGTAC3 1 (SEQ ID NO 203) 

for the amplification of exon 4 of HLA-A (table 4); 

5 ,^ CTGTGCTCyc ^ cc ^ CAT31 (SEQ ^ NQ 2Q4) 

5 ' GTTCTGTGCTC YCTTCOCCAT3 * (SEQ ID NO 205) 
5 'GGTTCTGTGCTC YCTTCCfcC AT3' (SEQ ID NO 206) 
5 ' GGGTTCTGTGCTC YCTTCOCC AT3 5 (SEQ ID NO 207) 
5 ' TGGGTTCTGTGCTC YCTTCcVc AT3 ' (SEQ ID NO 208) 
5 1 CTGGGTTCTGTGCTC YCTTCC^C AT3 ' (SEQ ID NO 209) 
5 ' GGTGTCCTGTCC ATTCTC A A3 ' (!SEQ ID NO 24) 
5 1 RGGTGTCCTGTCC ATTCTCA A3 ' (\eQ ID NO 25) 
5 ' CRGGTGTCCTGTCC ATTCTC A A3 ' (SiEQ ID NO 26) 
5 1 CCR GGTGTCCTGTCC ATTCTCAA3 1 (SEQ ID NO 27) 
5 ' CCCRGGTGTCCTGTCC ATTCTC A A3 ' (SEQ ID NO 28) 
5'TCCCRGGTGTCCTGTCCATTCTCA A3 * (SEQ ID NO 29) 
5 ' CTGG WGG AGTGTCCC ATKAC3 ' (SEQ ID NO 210) 
5 ' GCTGG WGG AGTGTCCC ATK A C3 * (SEQ ID NO 21 1) 
5'TGCTGGWGGAGTGTCCCATKAC3 * (SEQ ID TO 212) 
5'RTGCTGGWGGAGTGTCCCATKAC3 > (SEQ ID NO 213) 
5 7 YRTGCTGGWGGAGTGTCCCATKAC3 ' (SEQ ID NO 214) 
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3 YRTGCTGGWGGAGTGTCCCATKAC3 ' (SEQ ID NO 215) 
3TCCCATKACAGATRCMMA A3 ' (SEQ ID NO 216) 
5'T(STCCCATKACAGATRCMMAA3' (SEQ ID NO 217) 
5 ' GTGJTCCCATKACAG ATRCMMAA3 ' (SEQ ED NO 218) 
5 ' AGTGTCCC ATKAC AG ATRCMMA A3 ' (SEQ ID NO 219) 
5'GAGTGTCCCATKACAGATRCMMAA3' (SEQ ID NO 220) 
5 ' GG AGTGTCCC ATK AC AG ATRCMMA A3 ' (SEQ ID NO 221) 
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for the amplification of exon 2 of HLA-B (table 5): 

5 1 ACCCGCGGGGATTTTGGCCTC3 ' (SEQ ID NO 108) 
5 1 A ACCCGC<MGGATTTTGGCCTC3 ' (SEQ ID NO 109) 
5 ' C A ACCCGCGGGG ATTTTGGCCTC3 ' (SEQ ID NO 110) 
5 , CCAACCCGCGGGGATTTTGGCCTC3' (SEQ ID NO 111) 
5'MCCAACCCGmGGGATTTTGGCCTC3 > (SEQ ID NO 112) 
5 'GMCCAACCCGGGGGG ATTTTGGCCTC3 1 (SEQ ID NO 113) 
5 ' YGMCC AACCCGGGGGG ATTTTGGCCTC3 ' (SEQ ID NO 314) 

for the amplification of exon\3 of HLA-B (table 6; table 7): 
5 ' C YGGGGCGS AGGTCACGACT3 1 (SEQ ID NO 114) 
5 ' CC YGGGGCGS AGGTcVcG ACT3 ' (SEQ ID NO 115) 
5'GCCYGGGGCGSAGGTcYcGACT3' (SEQ ID NO 116) 
5*GGCCYGGGGCGSAGGTcVcGACT3* (SEQ ID NO 117) 
5 'CGGCC YGGGGCGS AGGTc\cGACT3 * (SEQ ID NO 118) 
5 ' CCGGCC YGGGGCGS AGGTCACGACT3 * (SEQ ID NO 119) 
5 , CCCGGTTTCATTTTCAGTTG3 , \sEQIDNO 120) 
5' ACCCGGTTTCATTTTCAGTTG3 * (SEQ ID NO 121) 
S'TACCCGGTTTCATTTTC AGTTG3 ' (SEQ ID NO 122) 
5 ' TTACCCGGTTTC ATTTTC AGTTG3 * (SEQ ID NO 123) 
5'TTTACCCGGTTTCATTTTCAGTTG3 ' (SJEQ ID NO 124) 
5 ' GTTTACCCGGTTTC ATTTTC AGTTG3 ' (kEQ ID NO 125) 
5 'CGTTTACCCGGTTTC ATTTTC AGTTG3 9 (SEQ ID NO 222) 
5 ' GCGTTTACCCGGTTTC ATTTTC AGTTG3 ' (SEQ ID NO 223) 
5 'CGCGTTTACCCGGTTTC ATTTTC AGTTG3' (SfcQ ID NO 224) 
5'CGTKGGAGSCCATCCCCGSC3' (SEQ ID NO 22f 
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V 'TCGTKGGAGSCCATCCCCGSC3' (SEQ ID NO 226) 
:TCGTKGGAGSCCATCCCCGSC3' (SEQ ID NO 227) 
5 'TCTCGTKGGAGSCCATCCCCGSC3 ' (SEQ ID NO 228) 
5'TTCTCGTKGGAGSCCATCCCCGSC3' (SEQ ID NO 229) 
5*CTTCTCGTKGGAGSCCATCCCCGSC3' (SEQ ID NO 230) 
5'TCTCGTKGGAGSCCATCCCC3' (SEQ ID NO 231) 
S'TTCTCGTKGGAGSCCATCCCCS' (SEQ ID NO 232) 
5'CTTCT<CGTKGGAGSCCATCCCC3' (SEQ ID NO 233) 
5TCTTCTCGTKGGAGSCCATCCCC3' (SEQ ID NO 234) 
5 ' YTCTTCTCGTKGGAGSCC ATCCCC3 ' (SEQ ID NO 235) 
S'CYTCTTCTCGTKGGAGSCCATCCCCS' (SEQ ID NO 236) 
5 ' G ATCCC AaTTTCCTC YTCTT3 ' (SEQ ID NO 237) 
5 'TGATCCC A1TTTTCCTCYTCTT3 ' (SEQ ID NO 238) 
5'CTGATCCCaYtTTCCTCYTCTT3' (SEQ ID NO 239) 
5'GCTGATCCcAtTTTCCTCYTCTT3' (SEQ ID NO 240) 
5'CGCTGATCCcXtTTTCCTCYTCTT3' (SEQ ID NO 241) 
5'GCGCTGATCCC^TTTTCCTCYTCTT3' (SEQ ID NO 242) 
5'GCTGATCCCATITTCCTCYT3' (SEQ ID NO 243) 
5 'CGCTGATCCC ATTXrTCCTC YT3 ' (SEQ ID NO 244) 
5 ' GCGCTG ATCCC ATTTTCCTC YT3 ' (SEQ ID NO 245) 
5' AGCGCTGATCCCATVTTCCTC YT3 ' (SEQ JOD NO 246) 
5'TAGCGCTGATCCCAIMTTTCCTCYT3' (SEQ ID NO 247) 
5'CTAGCGCTGATCCCAl\rTTCCTCYT3' (SEQ ID NO 248) 
5'TCCATTCAAGGGAGGGJ£GAC3' (SEQ ID NO 249) 
5'CTCCATTCAAGGGAGGGCGAC3' (SEQ ID NO 250) 
5 'TCTCC ATTC A AGGG AGGGyG AC3 ' (SEQ ID NO 251) 
5 'TTCTCC ATTC A AGGGAGGGCGAC3 1 (SEQ ID NO 252) 
5 ' ATTCTCCATTCAAGGGAGGG\CGAC3 ' (SEQ ID NO 253) 
5'CATTCTCCATTCAAGGGAGGC|CGAC3 ' (SEQ ID NO 254) 

for the amplification of exon 4 of HLA-B\table 8): 

5' AGATTATCCCAGGTGCCTGC3 ' (SEQ ID NO 255) 
5'GAGATTATCCCAGGTGCCTGC3' (SEQ ID NO 256) 
5 'GG AGATTATCCCAGGTGCCTGC3 ' (SEQ ID NO 257) 



69 




10 



15 



t?'fk 



20 



25 



PCTYEPOO/02998 



^AGG AG ATTATCCC AGGTGCCTGC3 ' (SEQ ID NO 258) 
fAGGAGATTATCCC AGGTGCCTGC3 ' (SEQ ID NO 259) 
5*aYaGGAGATTATCCCAGGTGCCTGC3' (SEQ ID NO 260) 
5 'TGTCCTGYCCATTCTCAGKC3 ' (SEQ ID NO 261) 
5'GTGTCCTGYCCATTCTCAGKC3' (SEQ ID NO 262) 
5 ' GGTGTCCTG YCCATTCTC AGKC3 ' (SEQ ID NO 263) 
5'AGGT«TCCTGYCCATTCTCAGKC3' (SEQ ID NO 264) 
5 ' CA GGTGTCCTG YCCATTCTC AGKC3 ' (SEQ ID NO 265) 
5 ' CCAGG^GTCCTG YCCATTCTC AGKC3 ' (SEQ ID NO 266) 
5'TCACATGGGTGGTCCTAGG3' (SEQ ID NO 267) 
5 ' GTC AC ATGGGTGGTCCTAGG3 ' (SEQ ID NO 268) 
5 ' GGTC AC ATGGGTGGTCCT AGG3 ' (SEQ ID NO 269) 
5 'TGGTCAC Alf GGGTGGTCCTAGG3 ' (SEQ ID NO 270) 
5 ' CTGGTC AC ATGGGTGGTCCTAGG3 ' (SEQ ID NO 271) 
5 'KCTGGTCACATGGGTGGTCCTAGG3 ' (SEQ ID NO 272) 
5 ' GKCTGGTCAC ATGGGTGGTCCTAGG3 ' (SEQ ID NO 273) 
5*TSCCATGARAGATGCMAAGC3 ' (SEQ ID NO 274) 
5'GTSCCATGARAgVtGCMAAGC3' (SEQ ID NO 275) 
5 ' TGTSCC ATGARAGATGCMAAGC3 ' (SEQ ID NO 276) 
5'GTGTSCCATGARA(£ATGCMAAGC3' (SEQ ID NO 277) 
5 ' GGTGTSCC ATGAR AG ATGCM A AGC3 ' (SEQ ID NO 278) 
5'GGGTGTSCCATGARAGATGCMAAGC3' (SEQ ID NO 279) 
5'GWAWTTTCTGACTCflTCCCA3' (SEQ ID NO 280) 
5'TGWAWTTTCTGACTCXrCCCA3' (SEQ ID NO 281) 
5'CTGWAWTTTCTGACTC'TrCCCA3' (SEQ ID NO 282) 
5 ' CCTGWA WTTTCTGACTOTTCCCA3 ' (SEQ ID NO 283) 
5 * GCCTGW AWTTTCTGACTGTTCCCA3 ' (SEQ ID NO 284) 
5'CGCCTGWAWTTTCTGACTCTTCCCA3' (SEQ ID NO 285) 



30 



for the amplification ol" exon 2 of HLAVC (table 9): 

5'GTCGAGGGTCTGGGCGGGTT3\ (SEQ ID NO 126) 
5'GGTCGAGGGTCTGGGCGGGTT3\ (SEQ ID NO 127) 
5 ' CGGTCG AGGGTCTGGGCGGGTOJ (SEQ ID NO 128) 
5 ' CCGGTCGAGGGTCTGGGCGGGTT3\' (SEQ ID NO 129) 
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CCGGTCGAGGGTCTGGGCGGGTT3 ' (SEQ ID NO 130) 
5 "d[YCCGGTCGAGGGTCTGGGCGGGTT3 ' (SEQ ID NO 131) 



for the amplification of exon 3 of HLA-C (table 10): 
5 , CGCCCCRAGTCTCCSSGTCT3' (SEQ ID NO 132) 
5TCaCCCCRAGTCTCCSSGTCT3 , (SEQ ID NO 133) 
5'GTCGCCCCRAGTCTCCSSGTCT3' (SEQ ID NO 134) 
5 , GGTGGCCCCRAGTCTCCSSGTCT3 , (SEQ ID NO 135) 
S'GGGTCGCCCCRAGTCTCCSSGTCTS' (SEQ ID NO 136) 
5'CGGGTCGCCCCRAGTCTCCSSGTCT3 , (SEQ ID NO 137) 
5 'CGRCCGGRGAGAGCCCCAGT3 * (SEQ ID NO 138) 
5 TCGRCCGGRGAGAGCCCCAGT3 ' (SEQ ID NO 139) 
5 , CTCGRCCtGGRGAGAGCCCCAGT3' (SEQ ID NO 140) 
5 ' CCTCGRuCGGRGAGAGCCCC AGT3 ' (SEQ ID NO 141) 
5'CCCTCGR<SCGGRGAGAGCCCCAGT3' (SEQ ID NO 142) 
5'ACCCTCGRCCGGRGAGAGCCCCAGT3' (SEQ ID NO 143) 
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for the amplification of exon 4 of HLA-C (table 11): 

5'GTGCCTGTGTCCAGGCTGGC3' (SEQ ID NO 286) 
5 ' GGTGCCTGTgY CC AGGCTGGC3 ' (SEQ ID NO 287) 
5' AGGTGCCTGTGTCCAGGCTGGC3 ' (SEQ ID NO 288) 
5' CAGGTGCCTGTGTCCAGGCTGGC3 ' (SEQ ID NO 289) 
5'CCAGGTGCCTGTiGTCCAGGCTGGC3' (SEQ ID NO 290) 
5 ' CCC AGGTGCCTGTGTCCAGGCTGGC3 ' (SEQ ID NO 291) 
5 ' TGGCGTCTGGGTTCTGTGCC3 ' (SEQ ID NO 292) 
5 ' CTGGCGTCTGGGTBCTGTGCC3 ' (SEQ ID NO 293) 
5 ' GCTGGCGTCTGGGTTCTGTGCC3 ' (SEQ ID NO 294) 
5 ' GGCTGGCGTCTGGGTTCTGTGCC3 ' (SEQ ID NO 295) 
5 ' AGGCTGGCGTCTGGGTTCTGTGCC3 ' (SEQ ID NO 296) 
5 ' C AGGCTGGCGTCTGGGUTCTGTGCC3 ' (SEQ ID NO 297) 
5 ' CTC A GGATRGTCAC ATGGSC3 ' (SEQ ID NO 298) 
5 ' TCTC AGG ATRGTC AC ATCiGSC3 ' (SEQ ID NO 299) 
5 'TTCTC AGG ATRGTC ACATgVjS C3 ' (SEQ ID NO 300) 
5'RTTCTCAGGATRGTCACATQGSC3 ' (SEQ ID NO 301) 



71 




10 



15 



20 



25 



WO 00/61795 



PCT/EP00/02998 



9) 



30 



\CRTTCTCAGGATRGTCACATGGSC3 ' (SEQ ID NO 302) 
YRTTCTCAGGATRGTCACATGGSC3' (SEQ ID NO 303) 
3TCGCAA3' (SEQ ID NO 78) 
5'GGfcGCTGTTGGAGTGTCGCAA3' (SEQ ID NO 79) 
5 GGgVgCTGTTGGAGTGTCGC AA3 ' (SEQ ID NO 80) 
5-TGGGCGCTGTTGGAGTGTCGCAA3' (SEQ ID NO 81) 
5 ' ATGGGiCGCTGTTGG AGTGTCGC A A3 ' (SEQ ID NO 82) 
5 ' CATGGG(CGCTGTTGG AGTGTCGC A A3 ' (SEQ ID NO 83) 
5'SCAAGAgVgaWRCAAAGTGT3' (SEQ ID NO 304) 
5'CSCAAGAGAGAWRCAAAGTGT3' (SEQ ID NO 305) 
5'TCSCAAGAGVGAWRCAAAGTGT3' (SEQ ID NO 306) 
5'GTCSCAAGACMGAWRCAAAGTGT3' (SEQ ID NO 307) 
5'TGTCSCAAGAgVgAWRCAAAGTGT3' (SEQ ID NO 308) 
5 ' GTGTCSCA AGAQAGA WRC AA AGTGT3 ' (SEQ ID NO 309) 



Method according to any of claims 1 to 4 further characterized that the 
amplification of exon 2 is carried oiit with at least one of the following forward 
primers: 

• for HLA-A: 5APBio: B-TTCTCC^CAGACGCCGAGGATGGCC (SEQ ID 
NO 144); or 

• for HLA-B: IBPinl: B-GGGAGGAG^GAGGGGACCSCAG (SEQ ID NO 

145) ; or 

• for HLA-C: 5CIN1: B-AGCGAGGGG^CCGCCCGGCGA (SEQ ID NO 

146) . 

Method according to any of claims 1 to 5\further characterized that the 
amplification of exon 4 is carried out with at least one of the following reverse 
primers: 

• for HLA-A: 3ex4APbio: B-TTGGGCAGACCCtCATGCTGC (SEQ ED NO 

311) ; or 

• for HLA-B: 3ex4IBbio: B -TCGGC AGCCCCTC ATGCTGT (SEQ ID NO 

312) ; or 
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fox HLA-C: 3ex4ICbio: B-CATCTCAGGGTGMRGGGCTT (SEQ ID NO 
U3). 



7, Method according to any of claims 1 to 6 further characterized that: 

- the amplification of exon 2 is carried out with at least one of the following 
primers sets: 

• forH^A-A: 5 APbi o (B -TTCTCCCC AG ACGCCG AGG ATGGCC ; 
SEQ ID NO 144) and 3ex2Apbio (B- 
ATCTCGGACCCGGAGACTGT; SEQ ID NO 1); 

10 • for HLA~^: IBPin 1 (B-GGG AGGAGCGAGGGGACCSC AG; SEQ ID 

NO 145) and IB3Pin2bio (B- 

^CCCGCGGGGATTTTGGCCTC; SEQ ID NO 109); 

• for HLA-C: 3CIN1 (B-AGCGAGGGGCCCGCCCGGCGA; SEQ ID 

NO 146) and IC3Pin2bio (B- 
15 GG^CGAGGGTCTGGGCGGGTT; SEQ ID NO 127); 

- the amplification of exon 3 is carried out with at least one of the following 
primer sets: 

• forHLA-A: 5ex3APbk> (B-CAGTTTAGGCCAAAAATCCCCC; SEQ 

ID NO 104$ and 3ex3APbio (B- 
20 CCCTCCTTCjTGGGAGGCCAG; SEQ ID NO 156); 

• for HLA-B: IBSPin 2bio (k- 

CGCGTTTACGCGGTTTCATTTTCAGTTG; SEQ ID NO 
224) and IB3Pin3bio (B- 

TCTTCTCGTKGQAGSCCATCCCC; SEQ ID NO 234); 
25 • for HLA-C: IC5Pin2bio (B-TCGRCCGGRGAGAGCCCCAGT; SEQ 

ID NO 139) and 3CIOT (B- 

GGAGATGGGGAAGGCTCCCCACT; SEQ ID NO 149); 

- the amplification of exon 4 is carried out w^th at least one of the following 
primer sets: 

30 • forHLA-A: 5ex4APbio (B-GTTCTGTG^CYCTTCCCCAT; SEQ ID 

NO 205) and 3ex4APbio (B- 

TTGGGCAGACCCTCATGCT(\C ; SEQ ED NO 311); 
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A-B: 5ex4IBbio (B -TC AC ATGGGTGGTCCTAGG; SEQ ID 
NO 267) and 3ex4IBbio (B- 

TCGGCAGCCCCTCATGCTGT; SEQ ID NO 312); 
• for HLA\C: 5ex4ICbio (B-TCTCAGGATRGTCACATGGSC; SEQ ID 
NO 299) and 3ex4ICbio (B- 

CATCTCAGGGTGMRGGGCTT; SEQ ID NO 313). 



10 



8. Method according to\any cf claims 1 to 7 further characterized that both exon 2 
and exon 3 of HLA-A, HLA-B or HLA-C are amplified by use of a multiplex 
primer mix containing at least one primer pair for the amplification of exon 2 and 
at least one primer pair tor the amplification of exon 3. 



IS 

o 



9. Method according to any of claims 1 to 7 further characterized that all three 
exons, exon 2, exon 3 andWxon 4, of HLA-A, HLA-B or HLA-C are amplified by 

15 use of a multiplex primer mix containing at least one primer pair for the 

amplification of exon 2, at least one primer pair for the amplification of exon 3 
and at least one primer pair for the amplification of exon 4. 

10. A primer as defined by any of claims 1 to 7, for use in the amplification of exon 2 
20 of HLA-A, HLA-B or HLA-C alleles. 



11. A primer as defined by any of claims 1 to 7, for use in the amplification of exon 3 
of HLA-A, HLA-B or HLA-C allelbs. 

25 12. A primer as defined by any of claims\l to 7, for use in the amplification of exon 4 
of HLA-A, HLA-B or HLA-C alleles. 



30 



13. A primer set consisting of a combination of a forward and a reverse primer as 
defined in any of claims 1 to 7, for use in |he amplification of exon 2 of HLA-A, 
HLA-B or HLA-C alleles. 
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primer set consisting of a combination of a forward and a reverse primer as 
dewned in any of claims 1 to 7, for use in the amplification of exon 3 of HLA-A, 
HLArB or HLA-C alleles. 

15. A primery set consisting of a combination of a forward and a reverse primer as 
defined in any of claims 1 to 7, for use in the amplification of exon 4 of HLA-A, 
HLA-B or HLA-C alleles, 

16. A multiplex primer mix containing at least one primer set according to claim 13 
for the amplification of exon 2 and one primer set according to claim 14 for 
amplification of exon^ 

17. A multiplex primer mix containing at least one primer set according to claim 13 
for the amplification of ekon 2, one primer set according to claim 14 for 
amplification of exon 3 anc^ one primer set according to claim 15 for the 
amplification of exon 4. 

18. Method for thk typing or subtypin^k>f one or more HLA-A, HLA-B or HLA-C 
alleles in a sampJe comprising the following steps: 

(i) if needed, release, isolation and/or concentration of the nucleic acids present 
in said sample^ 

(ii) amplification of\the nucleic acids according to any of claims 1 to 9; 

(iii) typing of the specific HLA-A, HLA-B or HLA-C allele present in said 
sample. 



19. Method according to clair 
out by hybridization with J 



ther characterized that the typing step is carried 
1 more suitable probes. 



20. A diagnostic kit for the typing or subtyping of one or more HLA-A, HLA-B or 
HLA-C alleles in a sample comprising the following components: 

(i) when appropriate, a meank for releasing, isolating or concentrating the 
nucleic acids present in said sample; 

(ii) a primer set or a primer mix according to any of claims 13 to 17; 
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(iii) a means for Itfoe typing of the specific HLA-A, HLA-B or HLA-C allele 
present in said sample. 



21. A line probe assay foruhe typing or subtyping of one or more HLA-A, HLA-B or 
HLA-C alleles in a sample comprising the following components: 



(i) when appropriate, 
nucleic acids presei|[ in 

(ii) a primer pair or a 



leans for releasing, isolating or concentrating the 
said sample; 

'mix according to any of claims 13 to 17; 

(iii) at least one probe Jlfk specifically hybridizes with exon 2, exon 3 or exon 4 
10 of HLA-A, HLA-Es oAHLA-C, fixed to a solid support; 

(iv) a hybridization buffer, W components necessary for producing said buffer; 

(v) a wash solution, or components necessary for producing said solution; 

(vi) when appropriate, a mepns for detecting the hybrids resulting from the 
preceding hybridization. 
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